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REMARKS 

Applicants respectfully request withdrawal of the finality of the present office action, 
Fhe Exams or ha arses « pousu ;o reject! \ vhich were not necessitated b> -\pphcant - 
amend neni % v.r, caih there ar< six i ev ground? oi ejections while n > rejection was 
maintained from the previous olfice action. Applicants are unfairly burdened because they have 
not been given an opportunity to adequately address ail of the Examiner's new concerns. For 
examph he? ]C<0 <n \ i a , o 1 ?s ^ NO i< f nlk d uCc , ii h 1 cm U ?i t - on 
peptides could have been raised by the Examiner in die previous office action, but was not. This 
rejection was not necessitated by the Applicants' amendment. Applicants respectfully request 
vuh \ hi f k y ol ti iciion so that vppl.it it i - uff lent opj unity t< 

respond to the 1 xannnoi s eon rejections. In the alternative, it is respectful!) requested that this 
appk.it uIvkyo ,< ed ee ch olloo nig tvmaiC. i that al of the p< d g claims 
be allowed. 

Rejection Under 35 ibS.C. § 112, Second Paragraph 

Claim 6* td 724 en ejected for a! gcdly hen mea site >r defining a broad 
sang< ; > es u i uti o ! , g 11k lb mner cites MP! P § 2 % (e) to support this 
mtca.m i <• v. e sP I > l " o> icch i u mued u „c >i haiero 

present in the claims of the present application, in addition, with respect to die Examiner's 
tOiiroiCun n 1 _ u >im- <K iO\uKfi( «. ! ii „i i_t > '< hJ bs ad 

as." Claim 66 defines members of epithelial eel! proliferation • modulating agents in Markush 
USouploim W'U^ulo- MP P > "» ~^ c gi! ? 'spurn vOu u i tpou id to K 
embraced by more than one member of a Markush group. "For example, the Markush group, 
'selected from, the group consisting of amino, halogen, niton chioro and alky!' should be 
acceptable even though s halogen' is generic to 'chioro. ! ° MPEP § 2173.05(b). This situation is 
d.iui^aMo l t s <. , dm n pi ! ipp i , i hetcibre sn<ce the Canns ate 

wi tten - t M id \ h Group format claims 66-69 and 72-80 are deb? he a d clem 
Rejection Under 35 IhSXh, First Paragraph, Enahlemeni 

Claims 66-69 and 72-80 were rejected tor allegedly lacking enablement. The Exammer 
concedes that a ton r \\ vpeonde aanpnsmg ^ eolhngen imdmg douum md .i i >pu hoi ial ceil 



rroiiferaf \ ig agen wherein the agent is emopoietic growth factors HOF), nerve 

growth factor or erythropoietin i EFO) is fully enabled. Applicants presume insulin is enabled, 
but e juea 1 1 ti it s Vppj s ints i J > t h ■ tsu is knon t to bt t ec ' p o i"g a ion 
agent. The Ex am inen however, states that enablement is allegedly lacking when the agent is 
o>.o ioNv f . M,i u.ar nin \ on < nf ImI^ x\nuJuieo leukemia 

inhibitory factor or a receptor. The claims have been amended to define epithelial eeli 
Oilihito )u re^tvio v J ( o i Pi u < wtM i ^ " i ^! i no < jou I 
PnVttNuC \(, t( n, xi >n v t ttoi {I c f ) uu' h S a >m t tnnn , l 

Mullen an inhibitory substance, tumor necrosis factor (TNFVreeeptor (type i g TNPoeoepior 
(type 2} ; wni-2, and hepatocyte growth factor (HOF) receptor (c-met). Support for this 
amendment can be found in the specification at least at gage 1 1, line 19, to page 13, hne2. 

e Hxa e; n -seems to be that the i - -ced jv u t not 

epithelial cell ooaiC. uMinor agents. The specification, at least at page U lines 14 K 
defines epithelial ceil proiileratknvmodu.lat.ion agents as any agent that cart promote or inhibit 
epithelial ceil gtmoh or Pog^enn.Uion The .specification, at k-aM ,n p.no.' jo. inns 3 i to To 
defines o- wih factor as including molecules that function as growth stimulators oi growth 
inhibitors I i e specification u ka$t at page 11, hoc 19 to page 1 2 line 2 1 lists specific 
exemplary molecules that the specification delioes as growth factors, which includes ail of the 
specific agents Mot m tT chains rhcrefore. the oieums u*r oh Ones ^gs f ht h v el 
pi momt c: i _ 's » 1 1 u _ t u iu>*s ij P <iin" 1 I wt o pt n 

The Court of Appeals for the Federal Circuit (CAFC) has described the legal standard for 
enablement under § 1 12. ! paragraph, as whether one skilled s the art could make and use the 
chinned i uos in the . Co » v , o . n.t , coupled with information ko-o.n n, it c a 
without, undue experimentation. Amge.n v. Hoechst Marion Roussell 314 F,3d 1313 (Fed. Cir. 
20030 vie , <» h v Vo v o> i S. ms h 3c h kitted i\ \^~\ [t has been 
w ed I establishes that a patent .need not it eh and preferably omits what s well known uihearl 
See Hybritech Inc. v. Monoclonal Antibodies, inc., 802 f .2d 1367, 13 84, (Fed. Cir. 1986). At the 
t uk of tiling ihe present application, the agents defined by the j i s were known pn n! 
cell-probfcratioti modulation agents. For example, as demonstrated by K'.urada and White, 

in >* os , j , "ip-oi Kuoio > i ib i ^ cnCownli u wis kn ^ . tnot e?\ k-ma 



growth facto eeept pron >tes cc ffereni man \s described ^ \> ! e 

ah, .f««. /i/n-ww ifo 5H(Supp}. 1)4324 v, (1999) ("Kollias 'K a copy of which is enclosed), 
tumor necrosis factor (TNF) receptors arc found if! soluble forms t biological fluids and mediate 
cellular responses such as cellular proliferation and differentiation (see page B6437), Cohen et 
aL J. NeuroscL Res. 31(4}:022~34 { 1 994) ("Coheir') {abstract enclosed} describes the role ofneo 
in .■Schwann ceil profiles do? rnd differentiation M n uk e d V< < 160(6 ()2}:3 3-9(1992) 
p Mat v d f k lS t j t < , t i } inn phaaiV x iu gjo\ 4 n >\ i < 

Ul'b is In ! il ! tf ' 1 u ! ' Ki 1M lh> t l<< a H< <te u 1 0 JU It! i 

Behringer, Cam Ibp. Z)ev. #««'. 29: 1 71-89 (1994) ("Behringer") (abstract enclosed} describes 
the*; oles of MuHena; ihibbmg substance (MIS), which m lorrnooe i it mediates cell 
differentiation of the hioiienan duets. Dak et aL Cancer Res. 56f 1 9,5:4320-3 (1996) fid-ale") 
(abstract em ^em ate s\ 1-2 is i mitogerue aiuon v indue*. \i ^Nooofepit elm ceib 
Vutb evpeJ t fo mmmu < vonrnent <\ai. n e m^v <io. - -. mi < I > bescce^Urs 
defined in the eianns can be used as competitive inhibitors to decrease cell proliferation. Since 
h v el 9 0 re I 1 i i J p <d s u s n i I ww wdl 

known to those of s I in the art, it would m t require undue experimentation for those of 
ordinary skill in the art to make and use the polypeptides, nucleic acids, vectors, cells arid 
methods d< iec n m u lereiot claims 6o~6< nd 80 arc enabled mid Applicants 
respeeifoliy request withdrawal of this rejection; 

Rejections Under 35 IhSXh § 103(a) 
Clams ,N wc?e {ejected 1o diegedlv bmop » \ ous o oi I ^ Patent Ni o 8 1 ^ 
to i It'ai t n, \ vuvi j }v > < fCaifo emd . k'drsx 1 > ^ to ss , |0 <. 

("Carlim"). 

Cla ms 66 (>| nd 69 \ ere ejec ed 1 u alk ed!> being ofo k> is avei 1 S Patent No 
6,387,603 to flab ct ah. ("the'663 patent") in view of Carlioi, 

t as 5 m Vwo cited for dtweohi ig t c ehect o. FPO t n endothelial *ch p;oi leml on The 
dams- define agents ihs. \ > i. e q i o > u > . n » - t ■'• . I ^ h i o bnii-c the claims as 
amended do not encompass HPO and are therefore not obvious over the cited references. 
\iP mOv v.-ms! < ^ < ' w n oi t'u i KvLm 



Applicant : Fredenck i. Hall et al. Attorney's Docket No.-. 14230-010002/2895 

Serial No. : 10/731B52 

I ikx; : Ow \ iv, sO ? 

Page : S of 8 

Double Patenting 

Claims ?2-?9 were rejected on the grounds of nonstatutory obviousness-type double 
1 .1* ; ^ x t x i "* *k ' ioIc toe Jiflv I-n 1 be -son patent »n ^tw oi t utiur 

i j>o" seuo vu*e !quk>u. i ux spouvlsiO nm-taP >? s i '<svOa'v 
double patenting as being unpatentable over claims 1-3 of die v 663 patent in view of Can int. 

^ J - to , , o . "\ . > : a ar v'.iki 1 kline epithelial eel! undu 3 r -. jgenK a d 
do not encompass EPCX Therefore, the claims are paten-able over the chums m the '898 or "663 
p v. it\s i u i t s w > £ t 't 1 M j -o i i nr o-Hom ts v 

a , f o sonelU.0. J!Mu u' ' < , mi*. 

conversation could expedite the prosecution of this application, the Examiner is requested to call 

I be rcqunvd fee ,.r .> povmi k - i ,«n< m. n?u extension >o time o heum pan; » e xuf u 'h 
utvv tho be Cv jo ne or^ cm 0 • M o\ <> \ ol fVp m Jut i,t f i ! ^ s it . < 
However, please apply any charges or credits to deposit account 06 1050, 

Respectfully submitted, 
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The function of tumour necrosis factor and 
receptors in models of multi-organ inflammation, 
rheumatoid arthritis, multiple sclerosis and 
inflammatory bowel disease 

< « < ! i > 1 'i > i " £ is \ < ' 1 . K 



Abstract 

There in now good evi 
tr t o > ai rat > 
factor (TOT) production in vivo' may fee 
cither pathogenic or protective and sev- 
eral plausible mechanisms may explain 
•these contrasting activities. According to 
*0. classic pro-tnflanimatory scenario, 
failure to regulate the production of TOT 
at a site of immunological injury may lead 
to chronic activation of innate immune 
cells and to chronic inflammatory re- 
sponses, which cnajf eon&^nently lead to 
organ specific Inflammatory pathology 



da< 
of this 



pi significant pu.» hedevel 
opmwm of TSF mediated pathologies. 
Direct toitsriercsce of TOT with the 
differentiation., proiiferarioii or death of 
speciik pathos - ' i gets may he an 
alternative ineehaniwn for disease inkia- 
don or progression, in addition to these 
activities, there is now considerable evi- 
dence to suggest that TNF may also 
directly promote or down regulate the 
lapt t » > i nw ft- 

plots: understands > i tporai and 

spatial context of TNF/TNF receptor 
f!W-B) function and of the molecular 
and cellular pathways leading to the 
development of TNF/TNF-R mediated 
pathologies is necessary to folly compre- 
hend relevant mechanisms of disease 
induction and progression in humans, in 
this paper, the potential pathogenic 
mechanisms everted by YNF and recep- 
tors in models of multi-organ hrfisuuna- 
tlon, rbeamai^kit 8rj3hr5tJ8 9 multiple 
sclerosis and inflammatory bavml disease 
are discussed. Elucidating the nature and 
level of contribution of these mechanisms 
in chronic inflammation and autoimmu- 
nity may lead to better regulatory and 
the rap eutic applications. 

' ' 58 
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ASpha-mhibin is a tumour-suppressor gene with gonadal 
specificity In mice. 



Mafcxuk MM, fmegoid M3, SuJS, Bsueh AJ, Bradley A, 



nature 



leiated Links 



I ha mhsbins are alpha: beta hetarodiroerir. growth factor?: that 
are members of' the transforming growth factor-beta family. To 
understand the physiological roles of the inhibins in mammalian 
development and reproduction, a targeted deletion of the alpha- 
inhibin gene was. generated by homologous recombination in 
mouse embryonic stem cells. Mice homozygous for the null 
allele {inhthi-vdehriont} initially develop normally but every 
mouse ultimately develops mixed or incompletely differentiated 
gonadal stroma; tumours either unilaterally or bilaterally. Inhibin 
is thus a critical negative regulator of gonadal stromal cell 
proliferation and the first secreted protein identified to have 
tumour -suppressor activity, 
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\ Expression of the neu proto-oneogene by Schwann setts during ; 
peripheral nerve development and WaJlerian degeneration. 



Cohen .)A Yachms AT, Arsl JJayiS.JH&t, &^.ef£!r 

P-t ^ p f f t , " M>'Ju l i 

Philadelphia. 
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norma! levels of MIS that have mutations in the MIS receptor 
gene. Finally, studies of the MIS receptor gene will open up 
avenues for the molecular characterisation of signal transduction 
pathways that mediate mulJerian duct regression arid Leydtg cell 
proliferation control. 
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, , v Compartment switching of WNT->2 expression m " 5 vX 
' human breast tumors. < 
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Oai«TC We.b«r-HaM.S3, Smith K, Huguet EL. 
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V.,,^"""'"" S>>--*^ u e ' < i,v^ trevor@icr,ac.wk ■ 

•e-y^ WNT--2 is a secreted polypeptide with mitogensc om : ;b; : : , -vy-m-.a 

J'^i effects in murine mammary epithelial ceils, but its c;sks;s, iO^areyK lb: 

role in human cancer is unknown. Using RNase i!v „ ri)< . < .. V! M , M . Vij> ,, f , 

;ss of primary eel! preparations at 
t-i i -m < > - v ^ stj ( rt tba*- V\ N t ^ 

is expressed at iow levels in normal human breast v :;v > \;^ 
Mjvi SScq fibroblasts but not in epithelial ceils. WNT-2 was 
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